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CLAIMS 

1 • A method far diagnosing a person's susceptibility for having an increased risk for 
the developmentVf atherosclerosis, said method comprising determining whether 
5 said subject has a polymorphism in the signal peptide part of the human preproNPY, 
said polymorphism comprising the subsitution of the position 7 leucine for proline 
in the signal peptide part of said preproNPY, said polymorphism being indicative of 
an increased risk for the ldevel6pm^t of atherosclerosis. 

10 2. The method according/toVaim 1 wMferein said person has diabetes. 

|u 3. A method for diagnosimg ajifflbetic persbn's susceptibility for having an increased 
risk for the development of diabefac retinopathy, said method comprising 
determining whether said subject Has a polymorphism in the signal peptide part of 
Il5 the human preproNPY, said polymorohism comprising the subsitution of the 

position 7 leucine for proline in the siWal peptide part of said preproNPY, said 



fU 

10 polymorphism being indicative of an increased risk for the development of diabetic 



retinopathy. 



20 4, A method for treating a person, diagnosed for having an increased risk for the 
^) development of atherosclerosis a^ording to claim 1 or 2, for the prevention of 
I developing atherosclerosis, comprising administering to said person an effective 
amount of an agent counteracting the influence of the mutated NPY gene. 

25 5. The method according to claim 4 wherein said agent is a pharmaceutical aimed to 
modulate synthesis, secretion or metabolism of the endogenous NPY, or to interact 
in a specific manner at NPY target sites by modulating effects of NPY with specific 
NPY receptor proteins. 
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6. The method according to claim 4 wherein said agent is a pharmaceutical aimed to 
modulate gene expression of normal or mutated NPY gene. 

7. A method for treating a person, diagnosed for having an increased risk for the 
development of atherosclerosis according to claim 1 or 2, for the prevention of 
developing atherosclerosis, contorising subjecting the person to specific gene 
therapy aimed to repair the mutated NPY sequence. 

8. A method for treating a diabetic person, diagnosed for having an increased risk 
for the development of diabetic retinopa^y according to claim 3, for the prevention 
of developing diabetic retinopathy, comprrteing administering to said person an 
effective amount of an agent counteracting trie influence of the mutated NPY gene. 

9. The method according to claim 8 wherein said agent is a pharmaceutical aimed to 
modulate synthesis, release or metabolism of the endogenous NPY, or to interact in 
a specific manner at NPY target sites by modulating effects of NPY with specific 
NPY receptor proteins. 

10. The method according to claim 8 wherein said agent is a pharmaceutical aimed 
to modulate gene expression of normal or mutated NPY gene. 

1 1 . A method for treating a diabetic pedrson, diagnosed for having an increased risk 
for the development of diabetic retinopMhy according to claim 3, for the prevention 
of developing diabetic retinopathy, composing subjecting the person to specific 
gene therapy aimed to repair the mutated MPY sequence. 



12. A method to investigate or screen mSrina 
treatment of atherosclerosis or dialLnc retina 
including a transgenic animal wWcntoarribs a 



euticals or genetic aims usefiil in the 
tatiiy, by using an animal model 
luman DNA sequence comprising a 




wo 00/63430 PCT/FIOO/00260 

28 

nucleotide sequence encodingla prepro-nexuropeptide Y (preproNPY) or part thereof 
encoding mature human NPY roeptide, where the leucine amino acid in position 7 of 
the signal peptide part of said pr^proNPY i) is unchanged or ii) has been replaced by 
proline. 

13. A method to investigate or aicredn pharmabeuticals or genetic aims usefiil in the 
treatment of atherosclerosis or dmbeftc retinopathy, by using an animal model 
including a transgenic animal, \Mmch eajri€s affDNA sequence comprising a 
nucleotide sequence encoding otkOTwiae normal mouse NPY sequence or part 
thereof encoding mature mouse N5yY poptide, but in which the nucleotide sequence 
encoding the mouse signal peptide is replaced by human signal peptide sequence 
encoding either normal or mutated humai\ signal peptide. 



